Background: Diagnostic problems in clinical trials are sometimes ordinal. For example, colon tumor staging was performed according to the TNM classification. However, clinical data are limited by markedly small sample sizes in some stage.
Background
This paper focuses on considering nonparametric tests for the non-decreasing ordered alternative of k(≥3) groups. The hypothesis to be tested is H 0 : F 1 (x) = F 2 (x) = ⋯ = F k (x) for all x and H 1 : F 1 (x) ≥ F 2 (x) ≥ ⋯ ≥ F k (x), for all x with F 1 (x) > F k (x) for some x, where F 1 (x), F 2 (x), ⋯, F k (x) are continuous distribution functions.
In this article, we assume the location model with F i (x) = F(x − μ − θ i ), where μ is a location parameter and θ i represents the effect of group i, i = 1, 2, …, k. This implies that the underlying populations may differ only in location. Throughout the article, let x i1 ; x i2 ; …; x in i ; i ¼ 1; 2; …; k represent independent random samples from the k populations with distribution functions F i (x), i = 1, 2, …, k, respectively.
Nonparametric order restricted inference has been extensively investigated in past literature and new studies are continuing to emerge. For instance, Puri [1] , Puri and Sen [2] , and Padmanabhan et al. [3] applied the concept of Chernoff-Savage-type statistics to nonparametric ordered alternative tests. Studies that used power results to compare the validity of linear rank tests included Büning and Kössler [4] , Beier and Büning [5] , Büning and Kössler [6] , Büning [7] , Büning and Kössler [8] , Büning and Kössler [9] , Kössler [10] and Kössler [11] .
The earliest and most classic treatment of k (≥ 3)-sample distribution-free statistic for ordered alternatives was proposed by Jonckheere [12] and Terpstra [13] . The test is known as the Jonckheere-Terpstra test (hereafter referred to as the JT test) and is based on a sum of C k 2 Mann-Whitney statistics (Mann and Whitney, [14] ; Hollander and Wolfe, [15] ). In order to define the JT statistic, we express the Mann-Whitney statistics as
where I x lj l ; x mj m À Á ¼ Other tests for ordered alternatives were developed by Cuzick [16] and Le [17] . Among the JT, Cuzick, and Le tests, the results from Mahrer and Magel [18] did not establish any of the tests as having overwhelmingly higher power over the others across different location parameters. Neuhauser et al. [19] presented a modified version of the JT test (hereafter referred to as the MJT test). The form of the MJT statistic is identical to the JT test except that the Mann-Whitney statistic U lm multiplies the weight m -l as the new kernel. Study results showed that the MJT test often produced a higher power than the JT test for the ordered alternative. We also noted that Tryon and Hettmansperger [20] presented the JT and MJT tests as members of a more general class of nonparametric tests. In the test statistics described above the kernels of the tests are almost all derived by comparing two pairs of sample observations at a time. However, Terpstra and Magel [21] proposed a test (hereafter referred to as the TM test) where the kernels of TM test are based on information obtained simultaneously across all samples. The statistic is determined by adding the Y k i¼1 n i indicator functions, that is, 
where is Spearman's rank correlation coefficient between the observed data and the corresponding group number. In this study, we propose a new test is based on the in- 
Methods

Test statistic
The new nonparametric test for non-decreasing alternatives is based on the following statistic,
notes the rank of x i with respect to x 1 , x 2 ,…, x k , and I(.) denotes the indicator function. The remainder of this section presents and derives results pertaining to the null distribution of the proposed test statistic. We assume throughout this section that the observed data, {X ij } is essentially a random sample from some continuous probability distribution function F. Hence, the possibility of ties has a probability of zero. In principle the test statistic uses the k-tuplet method of Terpstra and Magel. Additionally, in the null hypothesis each k x 1j 1 ; x 2j 2 ; …; x kj k À Á follows the Binomial (k, 1/k) distribution. For these reasons, we will refer to this test as the KTMB test.
The exact null distribution
Let N denote the sum of the sample sizes for each treatment. Namely, let N = n 1 + ⋯ + n k . Here, we have N !/ (n 1 ! ⋯ n k !) partitions of the numbers 1, …, N. The null distribution of T means each one of these partitions is equally likely so the mean and variance can be calculated directly by multiplying each possible value of T with its probability. When the number of partitions is small, we can easily calculate the exact distribution by hand or with the computer. Table 1 shows the probabilities, means, and variances of the test statistic T for sample size arrangements (2, 1, 1), (2, 1, 2), and (1, 1, 3) respectively.
Real world cases are not always as simple as the above illustration. For example, when k=4, n 1 = n 2 = n 3 = n 4 = 5, we have 20 !/(5 ! 5 ! 5 ! 5 !) = 1.1733 × 10 10 partitions. Such a distribution function cannot be calculated even with the most efficient personal computers. We will therefore introduce a Monte Carlo approximation to the null distribution. On the other hand, if the distribution of T can be approximated or can be shown to converge to a wellknown distribution, we can avoid computational complexity altogether.
The mean and variance
If the asymptotic null distribution of a test statistic is normal and the exact mean and variance of T under H 0 in standard form can be established we can then standardize T by using the exact mean and variance to obtain
In this case, we can find critical values from the standard normal table.
We will start by finding the mean value of T, E 0 (T),
Here, and in the following, we let n Ã ¼
where 
The asymptotic null distribution
In this section we will look to see if the asymptotic null distribution of test statistic T follows the standard normal distribution. In other words, we prove that
H 0 will therefore be rejected for large values of T * . The normal approximation for the procedure is to reject H 0 if T* ≥ z 1 − α ; otherwise do not reject H 0 . Note that the critical value z 1 − α is chosen to make the Type I error probability equal to α. That is, α ≈ P(T* ≥ z 1 − α |H 0 true). We note that (3) is a direct consequence of Theorem 1, which we now state.
Proof of Theorem 1 Terpstra and Magel [21] proved that TM statistic follows a normal distribution as sample sizes go to infinity by using projection technique from Hettmansperger and McKean ( [23] , p. 81). In what follows all limits are taken with respect to N, as N→∞. To apply their theorem to our case, let
The projection of T N , say, P N can be defined as,
¼σ 2 lk can be proved by Beta distribution. The convergence criteria on the k sample sizes imply that, It now follows from (4), (5) , and limiting moment generating function theory that,
Let us now consider V [T N ], which we write as,
Consider first the case of k ties for i ≠ j. it is straightfor-
Next, consider the case in which there are exactly three ties among the different subscripts. For example, if we let R u denotes the rank of x u with respect to x 1 , x 2 ,…, x k , R v denotes the rank of
and X 1 , X 2 , X 3 denote the tied observations then the covariance term has the form COV [I u , I v ] where, R u denotes the rank of x u with respect to X 4 ; …; X l 1 ; X 1 ; X l 1 þ1 ; …; X u ; …; X l 2 ; X 2 ; X l 2 þ1 ; …; X l 3 ; X 3 ; X l 3 þ1 …; X k and I u = I(R u = u), and R v denotes the rank of x v with respect to X kþ1 ; …; X kþl 1 −3 ; X 1 ; X kþl 1 −2 ; …; X kþl 2 −3 ; X 2 ; X kþl 2 −2 ; …; X v ; …; X kþl 3 −3 ; X 3 ; X kþl 3 −2 ; …; X 2k−3 and 
possible ways to preserve X 4 ; …; X l 1 ; X l 1 þ1 ; …; X u−1 to the left of X u ,
g possible ways to preserve X uþ1 ; …; X l 2 ; X l 2 þ1 ; …; X l 3 ; X l 3 þ1 …; X k to the right of X u , and
Þ ¼ 1 possible way to preserve X vþ1 ; …; X kþl 3 −3 ; X kþl 3 −2 ; …X 2k−3 to the right of X v . Hence, these arguments imply that, where t1 + t2 + t3 = 3, t1, t2, and t3 = 0, 1, 2, 3. Now, for a given l 1 , l 2 , and l 3 , there are n l 1 n l 2 n l 3
Þ of these covariance terms. Next, consider all possible R u , R v and all possible treatment locations (m and n), in the case of one tie X 1 , (7) reduces to,
where t 1 + t 2 + t 3 = 1, t 1 , t 2 , and t 3 = 0, 1. From (6) and (8) 
Patient characteristics
The institutional review board of Chang Gung Memorial Hospital approved the present study. Detailed information about patients with colon cancer, such as patient-and tumor-related factors and follow-up status, was retrieved from the Colorectal Section Tumor Registry at Chang Gung Memorial Hospital, Taiwan. All the data in this registry were prospectively collected.
Results and discussion
Data examples
Between January 2006 and December 2010, 154 consecutive patients with histologically confirmed colonic adenocarcinoma underwent curative surgeries at the Chang Gung Memorial Hospital in Chiayi. The stage IV colon cancer, non-curative surgeries, rectal cancer and mucinous adenocarcinomawere excluded in this study. Tumor staging was performed according to the TNM classification described in the 6th edition of the cancer staging manual of the American Joint Committee on Cancer (Stage I, II, IIIA and IIIB). The different tumor staging require a different treatment to optimize patient and hospital outcomes. An ordinal logistic regression model was developed with predictors as follows: age, gender, tumor location, histologic differentiation, preoperative
albumin level, preoperative carcinoembryonic antigen level, and underlying medical illnesses.
To illustrate the KTMB test, assume an outcome with four stages and a set of cases consisting of one case from each stage. The case from Stage I has risks of 0.50, 0.25, 0.15 and 0.10 for Stage I, II, IIIA and IIIB, respectively. The case from Stage II has risks 0.26, 0.52, 0.17 and 0.05; the case from Stage IIIA has risks 0.06, 0.32, 0.42 and 0.20; the case from Stage IIIB has risks 0.12, 0.18, 0.30 and 0.40. The risk for Stage IIIB (say, event) is higher for the case that belongs to this stage (0.40) than for the other cases (0.10, 0.05 and 0.20). The risk for event is second-highest for the case from Stage IIIA (0.20 versus 0.10, 0.05 and 0.40). However, the risk for event is lowest for the case from Stage II (0.05 versus 0.10, 0.20 and 0.40). The risk for event is third-highest for the case from Stage I (0.10 versus 0.05, 0.20 and 0.40). Therefore, the risks correctly identify the cases from Stage IIIA and IIIB but not Stage I and II, resulting in a score of 2 for this set (k(x 1 , x 2 , x 3 , x 4 )).
Hence, the set of hypotheses was H 0 : F I (x) = F II (x) = F IIIA (x) = F IIIB (x) for all x and H 1 :
Five test statistics and the corresponding p-values are given in Table 2 . Since a plot of this data set in Figure 1 exhibits a non-increased trend, it appears that the JT, MJT and KTP tests have falsely conclusion (p < 0.05). The KTMB test has the largest p-value (See Table 2 ). Moreover, Stage IIIB patients reported significantly more risk for Stage IIIB than Stage II subjects (ANOVA, post hoc: IIIB > II, p = 0.003) while Stage I, II and IIIA patients did not differ in risk for Stage IIIB (ANOVA, posthoc: p>0.05) Hence, we conclude that the risk for Stage IIIB do not increase with the patient's TNM in the model. That is, the discrimination performance of the ordinal logistic model is not very well between Stage I, II and IIIA.
Comparison with respect to size and power
To determine if the underlying population came from different skew and kurtosis distributions that impact on the power of the test statistic, we used log-F distributions with combinations of 2, 4.5 and 10 degrees of freedom to generate the random variable. We can therefore define random variable X ij as: X ij = θ i + ε ij , where ε ij is the iid log-F distribution, and θ i are location parameters.
For the numbers of treatment (k), sample sizes (n i ) and location parameters (θ i ) we examine the different combinations of k = 3 and 4, n i = 4, 5, 8 and 10, θ i = 0, 0.25, 0.5, 0.75, 1 and 1.25. We investigated designs under assumed alternatives which are of the forms of concave and convex. Programs to compare powers were written in R 2.9.2 (R Development Core Team, Vienna, Austria).
The estimations were conducted by simulating 10,000 different sets of samples. Furthermore, we estimated the power by counting the number of times H 0 was rejected and using the value to divide by 10,000. Ideally, we believe that the test should have higher power than a general alternative test when H 1 is true, and should have low power for any alternative that does not fit the profile given in H 1 .
In general, the JT and KTP tests have the highest powers for the ordered alternative cases. Comparing with TM test, the gain percentage in power, DP = (KTMB - TM)/TM, ranges from −6.29% to 11.27% with the average gain percentage in power being 2.63% (difference of percentage).
Consider the corresponding alternatives of the form of concave and convex shapes. The powers of the KTMB test outperforms (lower power) the KTP, JT, MJT, and TM tests when balanced design. The loss percentage in power, DP = (minimum of KTP, JT, MJT, and TM -KTMB)/KTMB, ranges from −7.28% to 20.00% with the average loss percentage in power being 4.25% for k = 3. The DP ranges from −13.2% to 27.68% with the average loss percentage in power being 8.83% for k = 4.
When the sample sizes corresponding to the nondecreased trend location parameters are comparatively large, the KTMB test is better than KTP, MJT, JT, and TM tests. The DP ranges from −7.29% to 9.30% with the average loss percentage in power being 2.47% for k = 3. The DP ranges from −6.52% to 30.93% with the average loss percentage in power being 12.07% for k = 4. However, the KTP test slightly better than KTMB test when the underlying population is skewed to the right (see Table 3 ).
Based on the simulation results above, we conclude that the KTMB test is better than the TM test in regards to the power against ordered alternatives. Moreover, the KTMB test offers built in protection for the situation when an investigator falsely assumes an a priori ordered relationship. Table 3 just represent a small subset of the many different scenarios that we simulated. For example, we also conducted simulations for numerous other alternative patterns. Interested persons may contact the corresponding author for these simulated results.
Conclusions
This research proposes a new nonparametric test for the ordered alternative problem. The new test statistic is based on the calculating all k x 1j 1 ; x 2j 2 ; …; x kj k À Á in proper (ascending) order. In other words, the new test statistic collects the information of each observation for each treatment to provide the message of "increasing" to the test statistics. A higher test statistics means a stronger "increasing" message. This is also why we expect the new test statistics to offer better power under certain situations.
Due to the small number of groups and sample sizes, we tabulated and listed their distribution as well as the exact mean and variance of the null distribution. From the equation for the exact mean and variance of the null distribution was derived and the asymptotic null distribution is normal were given.
We also use the example of ordinal risk prediction of colon cancer to compare the test statistics mentioned in the papers. A finite sample simulation study was also used to explore in-depth how the powers of JT, MJT, TM, KTP and KTMB tests under different underlying populations, treatment numbers and sample sizes. Based on the example and simulation results, we conclude that these tests frequently detect an ordered trend when, in fact, one does not exist. However, the KTMB test can reduce the error rate, at least not to the extent in which the JT and MJT tests do.
Ben Van Calster et. al. extend the main measure of binary discrimination, the c-statistic or area under the ROC curve, to nominal polytomous settings by polytomous dis-
